Help Logout j 



Main Menu Search Form Result Set Show S N urn ber s E dit S N urn bets 



Previous Document 



Hexi Docurrisnt 



Full j Title 



iMi[jyiBJMA«i^yyM«miiAiJUJid[ M i^aujiMifaiMi,,iJi lMl 



Document Number 1 
Entry 1 of 1 



File: EPAB 



Jul 31, 1997 



PUB-NO: WO009726913A1 

DOCUMENT- IDENTIFIER: WO 9726913 Al 
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ABSTRACT : 



The present invention provides for a method for inhibiting 
interaction of an amyloid- beta peptide with a receptor for 
arivanrpH glyratinn end product on the surface of a cell which 
comprises contacting the cell with an agent capable of 
inhibiting interaction of the amyloid- beta peptide with the 
receptor for advance d glyrat-ion end product, the agent being 
present in an amount effective to inhibit interaction of the 
amyloid- beta peptide with the receptor for advanced gl ycflti on 
end product on the surface of the cell. Another embodiment of 
this invention is a method for evaluating the ability of an 
agent to inhibit binding of an amyloid- beta peptide with a 
receptor for aHvannftfi glyrat-.ion end product on the surface of a 
cell which includes: a) contacting the cell with the agent and 
amyloid- beta peptide; b) determining the amount of amyloid- 
beta peptide bound to the cell and c) comparing the amount of 
bound amyloid- beta peptide determined in step b) with the 
amount determined in the absence of the agent, thus evaluating 
the ability of the agent to inhibit the binding of amyloid- 
beta peptide to the receptor for advanrpH glyrat-.-ion end product 
on the surface of the cell. 
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ABSTRACT : 

A method for the diagnosis of Alzheimer's Disease is disclosed. 
The method utilizes a unique set of proteins which are found to 
be altered in concentration in patients with Alzheimer 's. The 
invention also relates to these proteins and their antibodies. 
Kits which can be used for the diagnostic test are also 
disclosed. 
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ABSTRACT : 

A method for the diagnosis of Alzheimer's Disease is disclosed. 
The method utilizes a unique set of proteins which are found to 
be altered in concentration in patients with Alzheimer's. The 
invention also relates to these proteins and their antibodies. 
Kits which can be used for the diagnostic test are also 
disclosed. 
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DEPR: 

The predicted amino acid sequence of the human homologue of 
chicken BEN (ALCAM) , a type I membrane protein, consists of a 
27 amino acid (aa) N- terminal hydrophobic signal peptide, 
followed by 500 aa extracellular domain, a 24 aa hydrophobic 
transmembrane domain, and a 32 aa cytoplasmic domain (see FIG. 
29) . Glycosylation of ALCAM probably accounts for much of the 
difference between the predicted molecular weight of .about. 65 
kDa and the 100-105 kDa molecular weight observed by 
immunoprecipitation (Patel et al, J. Exp. Med. 1994)); Pesando 
et al, J. Immunol. 137:689 (1986)). Comparison of the aa 
sequence of ALCAM with others in the data base showed that it 
was homologous to neurolin (Lawssing et al, Differentiation 
56:21 (1994)), a protein expressed by neural axons of the 
goldfish visual system (38% identity/55% similarity) , RAGE 
(Neeper et al, J. Biol. Chem. 267:14998 (1992)), a receptor for 
^Hvannfid gl yral-.-i on end products (28/43%) , and MUC18 (Lehmann et 
al, Proc. Natl. Acad. Sci. USA 86:9891 (1989)), a cell surface 
protein whose expression correlates with the metastatic 
potential of melanoma cells (23/49%) (FIG. 26A) . 
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ART-UNIT: 161 

PRIMARY- EXAMINER: Veber; Jon P. 
ATT Y- AGENT -FIRM: Klauber & Jackson 

ABSTRACT : 

The present invention is directed to methods for detecting the 
presence of advanced glycosylation endproducts using the 
unexpected discovery that certain antibacterial proteins, in 
particular lysozyme and lactoferrin, bind to advanced 
glycosylation endproducts (AGEs) with high affinity, and that 
this binding activity is substantially noncompetitive with 
binding of bacterial carbohydrates to the antibacterial 
proteins. Accordingly, the invention relates to diagnostic 
methods for diseases and disorders associated with increased 
levels of AGEs, by using compositions having associated 
therewith a molecule having a hydrophilic loop domain, which 
domain is associated with AGE-binding activity, and 
compositions comprising such a domain. The invention further 
relates to compositions and devices for partitioning AGEs away 
from a sample . 

7 Claims, 18 Drawing figures 
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File: USPT 



Dec 7, 1999 



DOCUMENT- IDENTIFIER: US 5998172 A 
TITLE: Anti-CD6 ligand antibodies 



DRPR: 

FIGS. 26A to 26C. Sequence analysis of the predicted amino acid 
sequence. of the CD 6 ligand designated ALCAM, Northern analysis 
of ALCAM mRNA expression, and ALCAM cell surface expression by 
activated T cells. FIG. 26A. Alignment of the 
immunoglobulin- like extracellular domains of ALCAM (residues 
35-512) (residues 35 to 512 of SEQ ID N0:2), BEN (SEQ ID NO:3), 
neurolin (SEQ ID NO:4) , RAGE (SEQ ID NO:5) and MUC18 (SEQ ID 
NO: 6). The lower case letter in front of the protein name 
designates the species (human, h, chicken, c, and fish, f ) . 
Consensus residues are those shared by three or more proteins 
(SEQ ID NO: 7) . Invariant residues are shown shaded and Cys ■ s 
are highlighted with an asterisk. The numbering of the peptide 
sequences shown, obtained from published manuscripts, are as 
follows: cBEN, 8-484 (Pourquie et al, Proc . Natl. Acad. Sci. 
USA 89:5261 (1992)); neurolin, 1-466 (Lawssing et al, 
Differentiation 56:21 (1994)); RAGE , which contains three Ig 
domains, 30-307 (Neeper et al, J. Biol. Chem. 267:14998 
(1992)); MUC18, 40-525 (Lehmann et al, Proc. Natl. Acad. Sci. 
USA 86:9891 (1989)). FIG. 26B. 15 .mu.g of total RNA from 
peripheral blood monocytes and 25 .mu.g of total RNA from 
resting and PHA activated (72h) peripheral blood mononuclear 
cells, the T cell lymphomas CEM and MOLT4 , the erythroleukemia 
cell line K562, the B cell lymphomas RAMOS, RAJI and DAUDI, the 
myelo -monocytic cell lines HL60 and U937, the large granular 
lymphoma YT, the human breast carcinoma HBL-100 and COS cells 
were used to prepare an RNA blot. Random primed .sup. 32 
P- labeled ALCAM or glyceraldehyde 3 -phosphate dehydrogenase 
(GAPDH) cDNA ! s were used as probes. FIG. 26C. Peripheral blood 
mononuclear cells were activated in vitro with PHA and the 
ability of T cells to bind to either CD6-Rg or J4-81 was 
monitored for a period of ten days by two color 
immunofluorescence and flow cytometry. The mean channel 
fluorescence vs. day was plotted. 

DEPR: 

ALCAM (BEN) in the chicken is expressed predominantly during 
early embryonic development and in the brain (Pourquie et al, 
Development 109:743-752 (1990)). ALCAM functions as a 
homophilic adhesion molecule and supports neurite outgrowth 
(Tanaka et al, Neuron 7:535-545 (1991), Burns et al, Neuron 
7:209-220 (1991)) . Expression of human ALCAM by neurons in the 
brain has been reported (Patel et al, "Identification and 
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characterization of an 100 kDa ligand for CD 6 on human thymic 
epithelial cells", J. Exp. Med. (1994)). Interactions between 
the immune and nervous system are important in the pathology of 
certain chronic neurodegenerative diseases such as multiple 
sclerosis, Alzheimer 1 8 disease, and amyotrophic lateral 
sclerosis (Appel et al, Advances in Neurology 56:405-412 
(1991), McGeer et al, Can. J. Neurol. Sci. 18:376-379 (1991), 
Rowland, L. P., Advances in Neurology 56:3-23 (1991)). The 
finding that CD6 and CD 6 ligand are both expressed by cells in 
these systems indicate that this receptor/ligand pair functions 
in cellular interactions between the immune and nervous 
systems . 

DEPR: 

The predicted amino acid sequence of the human homologue of 
chicken BEN (ALCAM) , a type I membrane protein, consists of a 
27 amino acid (aa) N- terminal hydrophobic signal peptide, 
followed by 500 aa extracellular domain, a 24 aa hydrophobic 
transmembrane domain, and a 32 aa cytoplasmic domain (see FIG. 
29) . Glycosylation of ALCAM probably accounts for much of the 
difference between the predicted molecular weight of .about. 65 
kDa and the 100-105 kDa molecular weight observed by 
immunoprecipitation (Patel et al, J. Exp. Med. (1994)); Pesando 
et al, J. Immunol. 137:689 (1986)). Comparison of the aa 
sequence of ALCAM with others in the data base showed that it 
was homologous to neurolin (Lawssing et al, Differentiation 
56:21 (1994)), a protein expressed by neural axons of the 
goldfish visual system (38% identity/55% similarity) , PAOF, 
(Neeper et al, J. Biol. Chem. 267:14998 (1992)), a receptor for 
advanced glycation end products (28/43%) , and MUC18 (Lehmann et 
al, Proc. Natl. Acad. Sci. USA 86:9891 (1989)), a cell surface 
protein whose expression correlates with the metastatic 
potential of melanoma cells (23/49%) (FIG. 26A) . 
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TITLE: Antibodies to advanced glycosylation end-product 
receptor polypeptides and uses therefor 
DATE- ISSUED: January 26, 1999 



I NVENTOR - I NFORMAT I ON : 
NAME 

Morser; Michael John 
Nagashima; Mariko 



CITY STATE ZIP CODE COUNTRY 

San Francisco CA N/A N/A 
Belmont CA N/A N/A 



US -CL- CURRENT: 52H/387.1 ; 530/ 387.3 , 530/ 388.1 , 530/ 388.22 , 
53H/3 91 . 3 

CLAIMS : 

What is claimed is: 

1. An isolated monoclonal antibody, wherein said antibody 
specifically binds to a soluble human receptor to an advanced 
glycosylation end-product ("EASE") polypeptide and wherein the 
polypeptide consists of an amino acid sequence selected from 
the group consisting of: WKLNTGRTEA (SEQ ID No: 8); CEVPAQPSPQI 
(SEQ ID No: 9); CRAMNQNGKETKSN (SEQ ID No: 10); GPQDQGTYSC (SEQ 
ID No: 7); AQNITARIGEPLVLK (SEQ ID No: 12); CKGAPKKPPQ ( SEQ ID 
No: 5); EQTRRHPET (SEQ ID No: 14); RGGDPRPTFSC (SEQ ID No: 15); 
SPGLPRHRAL (SEQ ID No: 16); and SSHGPQESRA (SEQ ID No: 17). 

2. An isolated monoclonal antibody said antibody specifically 
binds to a soluble human receptor to an advanced glycosylation 
end-product ("RAGE") polypeptide and wherein the polypeptide 
consists of an amino acid sequence selected from the group 
consisting of: WKLNTGRTEAC (SEQ ID No: 6); CKGAPKKPPQ (SEQ ID 
No: 5); and GPQDQGTYSC (SEQ ID No: 7). 

3. The isolated antibody of claim 1, wherein said antibody is 
humanized. 

4. The isolated antibody of claim 2 { 
humanized. 

5. The isolated antibody of claim 1, 
further comprises a labeling group. 

6. The isolated antibody of claim 5, wherein said labeling 
group is selected from the group consisting of a fluorescent 
label, a radioactive label and a bioactive label. 

7. The isolated antibody of claim 2, wherein said antibody 
further comprises a labeling group. 

8. The isolated antibody of claim 7, wherein said labeling 
group is selected from the group consisting of a fluorescent 
label, a radioactive label and a„ bioactive label. 

' 1 of 2 



wherein said antibody is 
wherein said antibody 




label, a radioactive laBel and a bioactive label. 

9. A composition, comprising an antibody of claim 1 in 
combination with a pharmaceutically acceptable carrier. 

10. A composition, comprising an antibody of claim 2 in 
combination with a pharmaceutically acceptable carrier. 
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TITLE: Preventing or inhibiting progression of Al ^hpimpr 1 a 
Disease - comprises use of recombinant DNA encoding an antibody- 
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INVENTOR: CHAIN, D G 
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PRIORITY-DATA: 

APPL-NO 
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PATENT- FAMILY: 
PUB -NO 
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APPL-DATE 
April 9, 1997 



PUB -DATE 

October 30, 1998 
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LANGUAGE 
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PAGES 

000 
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MAIN- IPC 
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AP PL I CAT I ON - DATA : 



PUB -NO 
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APPL-DATE 
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APPL-DESCRIPTOR 
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ABSTRACTED -PUB -NO: WO 9844955A 
BASIC-ABSTRACT: 

Prevention or inhibition of progression of Al 7hsimpr' a Disease 
(AD) , comprises administering a composition comprising a 
recombinant DNA molecule containing a gene encoding a 
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recombinant antibody macule end-specific for thflLterminus 

or the C-terminus of an amyloid-beta (AB) peptide (ABP) 
operably linked to a promoter which is expressed in the 'central 
nervous system (CNS) , in association with a device for gene 
delivery, to a patient to prevent the accumulation of ABPs and 
the aggregation of peptides which form amyloid deposits in the 
brain. Also claimed are: (1) monoclonal antibody (MAb) 
end-specific for the N-terminus of an ABP; (2) a recombinant 
DNA molecule comprising a gene encoding a recombinant antibody 
molecule end-specific for the N-terminus or the C-terminus of 
an ABP and a promoter operably linked to the gene, where the 
promoter is capable of expressing the recombinant antibody 
molecules in brain cells; (3) a vector comprising a recombinant 
DNA as in (2), and (4) a host cell transformed with a vector as 
in (3) . 



USE - The recombinant antibody molecules prevent the 
accumulation of ABPs in the extracellular space, interstitial 
fluid and cerebrospinal fluid and the aggregation of such 
peptides into amyloid deposits in the brain. They also inhibit 
the progression of AD by also inhibiting the interaction of 
ABPs mediating AB induced neurotoxicity and inhibiting the AB 
induced complement activation and cytokine release involved in 
the inflammatory process associated with CD and also block the 
interaction of AB with cell surface receptors such as the RAHK 
receptor . 



ABSTRACTED -PUB -NO: WO 9844955A 
EQUIVALENT-ABSTRACTS : 
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DERWENT- CLASS: B04 D16 
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BASIC- ABSTRACT: 



Pure, biologically active, soluble, human advanced 
glycosylation end-product receptor (RAGE) polypeptide (I) is 
new. Also new are: (1) recombinant cells that produce (I) or 
its active fragments; and (2) nucleic acid (II) encoding (I) . 

USE - (I) , or their mimetics, inhibit interaction between 
advanced glycosylation end-products (AGE) and a receptor 

(specifically RAGE) , so are used to treat diseases associated 
with AGE/RAGE interaction, particularly increased vascular 
permeability, diabetes mellitus (particularly complications 
such as micro- or macro-vasculopathy or occlusive vascular 
disorders such as neuropathy, nephropathy, retinopathy or 
atherosclerosis) or haemodialysis-associated amyloidosis, also 

(not claimed) activation of microglial cells by beta -amyloid 
peptides in AT zheimer 1 ,s disease or age-related disorders such 
as oxidative stress. (I) are also used, when immobilised, to 
purify AGE from a protein mixture and to screen for compounds 
that are (ant ) agonists of AGE/RAGE interaction and also (not 
claimed) diagnosticall y to detect abnormal levels of AGE. 
Antibodies (Ab) against (I) are useful as immunoassay reagents 
for measurement of RAGE levels; as inhibitors of interaction 
between AGE and RAGE or o ther receptors and for purification 
and quantification of RAGE polypeptides. (II) are used to 
express recombinant (I) and as probes for isolating (related) 
genes . 

ABSTRACTED -PUB -NO: WO 9739121A 
EQUIVALENT-ABSTRACTS : 

CHOSEN-DRAWING: Dwg.9A/l5 

DERWENT- CLASS: B04 D16 S03 
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ABSTRACT : 

The present invention provides for a method for inhibiting 
interaction of an amyloid- beta peptide with a receptor for 
aHvanrftH glyration end product on the surface of a cell which 
comprises contacting the cell with an agent capable of 
inhibiting interaction of the amyloid- beta peptide with the 
receptor for aHvanrp.ri glyr-at-ion end product, the agent being 
present in an amount effective to inhibit interaction of the 
amyloid - beta peptide with the receptor for advanced glycat . ion 
end product on the surface of the cell. Another embodiment of 
this invention is a method for evaluating the ability of an 
agent to inhibit binding of an amyloid- beta peptide with a 
receptor for aHvanrftH glyoat-ion end product on the surface of a 
cell which includes: a) contacting the cell with the agent and 
amyloid - beta peptide; b) determining the amount of amyloid - 
beta peptide bound to the cell and c) comparing the ^ amount of 
bound amyloid - beta peptide determined in step b) with the 
amount determined in the absence of the agent, thus evaluating 
the ability of the agent to inhibit the binding of amyloid- 
beta peptide to the receptor for advanced glycation end product 
on the surface of the cell. 
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ABSTRACTED- PUB-NO: WO 9918987A 
BASIC-ABSTRACT: 

NOVELTY - Novel isolated peptides (I) having an amino acid 
sequence corresponding to an amino acid sequence of a V-domain 
of a receptor for an aHvannpd glyration end product (AGEP) , are 
new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 
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(1) a composition comprising (I) linked to an antiirody or its 
portion; 



(2) a method for inhibiting an amyloid -bet a peptide (ABP) 
interaction with a receptor for AGEP when the receptor is on 
the surface of a cell, which comprises contacting the cell with 
an inhibitor of the interaction to inhibit interaction of the 
ABP with the receptor for AGEP; 

(3) a method for inhibiting degeneration of a neuronal cell 
which comprises contacting the cell with an inhibitor of the 
interaction of an ABP with a receptor for AGEP so as to inhibit 
the interaction and thereby inhibit degeneration of the 
neuronal cell; 

(4) a method for inhibiting formation of an ABP fibril on a 
cell which comprises contacting the cell with an inhibitor of 
the interaction of an ABP with a receptor for AGEP so as to 
inhibit the interaction and thereby inhibit formation of the 
ABP fibril on a cell; 

(5) a method for inhibiting extracellular assembly of an ABP 
into a fibril which comprises contacting the ABP with an 
inhibitor of the interaction of an ABP with another ABP so as 
to inhibit the interaction and thereby inhibit extracellular 
assembly of an ABP into a fibril; 

(6) a method for inhibiting aggregation of ABP on the surface 
of a cell which comprises contacting the ABP with an inhibitor 
of the interaction of the ABP with a receptor for AGEP so as to 
inhibit the interaction and thereby inhibit aggregation of ABP 
on the surface of a cell; 

(7) a method for inhibiting infiltration of a microglial cell 
into senile plaques which comprises contacting the microglial 
cell with an inhibitor of the interaction of an ABP with a 
receptor for AGEP on the surface of the microglial cell, so as 
to inhibit the interaction and thereby inhibit infiltration of 
a microglial cell into senile plaques; 

(8) a method for inhibiting activation of a microglial cell by 
an ABP which comprises contacting the microglial cell with an 
inhibitor of the interaction of the ABP with a receptor for 
AGEP on the surface of the microglial cell so as to inhibit the 
interaction and thereby inhibit activation of a microglial 
cell ; 

(9) a method for treating a subject with a condition associated 
with an interaction of an ABP with a receptor for AGEP on a ^ 
cell, which comprises administering to the subject an inhibitor 
capable of inhibiting the interaction of the ABP with the 
receptor for AGEP; 

(10) a method for evaluating the ability of an agent to inhibit 
binding of an ABP with a V-domain of a receptor for AGEP on the 
surface of a cell which comprises: 

(a) contacting the cell with the agent and ABP; 

(b) determining the amount of ABP bound to the cell; and 
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(c) comparing the amount of bound ABP determined in (b) with 
the amount determined in the absence of the agent, thus 
evaluating the ability of the agent to inhibit the binding of 
ABP to the V-domain of the receptor for AGEP on the surface of 
the cell; 

(11) a method for inhibiting activation of a NF-kappaB gene in 
a cell which comprises contacting the cell with an inhibitor of 
the interaction of ABP with a receptor for AGEP on the cell so 
as to inhibit the interaction and thus inhibit activation of 
NF-kappaB in the cell; 

(12) a method for inhibiting periodontal disease in a subject 
which comprises administering topically to the subject a 
pharmaceutical composition which comprises soluble receptor for 
an AGEP (sRAGE) to accelerate wound healing and thereby inhibit 
periodontal disease ; 

(13) a method for inhibiting an AGEP's interaction with a 
receptor for AGEP when the receptor is on the surface of a 
cell, which comprises contacting the cell with an inhibitor of 
the interaction to inhibit interaction of the AGEP with the 
receptor for AGEP; 

(14) a method for treating a subject with a condition 
associated with an interaction of an AGEP with a receptor for 
AGEP on a cell, which comprises administering to the subject an 
inhibitor capable of inhibiting the interaction of the AGEP 
with the receptor for AGEP. 

USE - The methods can be used for treating conditions 
associated with an interaction of an ABP or an AGEP with a 
receptor for AGEP, e.g. diabetes, Alzheimer f s disease, 
senility, renal failure, hyperlipidemi c atherosclerosis, 
neuronal cytotoxicity, Down's syndrome, dementia associated 
with head trauma, amyotrophic lateral sclerosis, multiple 
sclerosis, amyloidosis, an autoimmune disease, inflammation, a 
tumor, cancer, male impotence, wound healing, periodontal 
disease, neuropathy, retinopathy, nephropathy or neuronal 
degeneration (claimed) . 

ABSTRACTED -PUB -NO: WO 9918987A 
EQUIVALENT -ABSTRACTS : 

CHOSEN-DRAWING: Dwg. O/l 

DERWENT- CLASS : B04 D16 

CPI-CODES: B04-G01; B14-C03; B14-F06; B14-G02D; B14-H01; 
B14-J01A4; B14-N03; B14-N06B; B14-N10; B14-N17B; B14-S01; 
B14-S04; D05-H10; D05-H11; 
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ABSTRACT : 

Variant p-rpgRni 1 i n-2 genes are provided. Methods of using these 
genes in diagnosing Alzheimer's disease are also provided. 
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ABSTRACTED -PUB -NO: WO 9 73 8 13 3 A 
BASIC- ABSTRACT: 

A variant prp.qpni 1 in-2 (PS-2) gene is claimed. 

USE - Alzheimer 1 s disease, particularly in Volga-Germans (a 
culturally distinct subpopulation in Russia) , can be diagnosed 
using the PS-2 variant sequences or the exonic or intronic 
sequences of the PS-2 gene. The PS-2 gene variants can also be 
used in the creation of transgenic animals to be used as 
disease models (not claimed) . 
AB STRACTED - PUB - NO : 



WO 9738133A 
EQUIVALENT -ABSTRACTS : 

CHOSEN- DRAWING: Dwg. 0/2 
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